was inhibited by \g=a\-amanitin (2 \g=m\g ml \m=-\1), cycloheximide (0.5 \g=m\g ml \ m=-\ 1) and dexamethasone (5 \g=m\mol l \m=-\1). Epidermal growth factor increased cyclooxygenase activity in the stromal cells in a time-dependent fashion and this increase in activity was also inhibited by \g=a\-amanitin,cycloheximide and dexamethasone. These results provide evidence that epidermal growth factor stimulates prostaglandin production in rat endometrial stromal cells from uteri sensitized for the decidual cell reaction through a mechanism that involves an increase in cyclooxygenase activity.
Introduction
The paracrine and autocrine effects of growth factors in the uterus in rodents may be important during implantation (Pollard, 1990) . There is indirect evidence in support of this notion for some ligands of the epidermal growth factor (EGF) receptor. EGF, transforming growth factor (TGF-) and heparin-binding EGF, all ligands of the EGF receptor (Prigent and Lemoine, 1992) , are expressed in a cell-and time-specific fashion in the uterus during the peri-implantation period (Tamada et al, 1991; Johnson and Chatterjee, 1993a; Das et al, 1994a; Paria et al, 1994) . EGF receptors have been localized to all major uterine cell types in immature rats (Lin et al, 1988) and mice (Bossert et al, 1990) . However, during the periimplantation period, EGF receptors have been localized to all major uterine cell types except the luminal and glandular epithelia in mice (Das et al, 1994b) . Furthermore, the number of EGF receptors appears to increase in the uterus during implan¬ tation (Chakraborty et al, 1988; Brown et al, 1989) . Thus, there is an increase in the number of EGF-receptors, and three of its ligands are present in the uterus during the peri-implantation period.
There is direct evidence that EGF may play a role in blastocyst implantation. EGF can initiate implantation of embryos transferred into progesterone-primed hypophysecto¬ mized rats (Johnson and Chatterjee, 1989a) . In rats in which implantation has been delayed by hypophysectomy, EGF can replace oestrogen to induce implantation provided that uterine trauma occurs (Johnson and Chatterjee, 1989b (Kennedy, 1990; Smith, 1991 Fig. 1 ) to obtain rats with uteri sensitized for decidualization.
Stromal cell isolation and culture
On the equivalent of day 5 of pseudopregnancy, the rats were killed by decapitation. Uterine horns were obtained, dissected free from adherent tissue and split longitudinally.
Endometrial stromal cells were then isolated by enzymatic dispersion using pancreatin and dispase followed by collage¬ nase as described by Yee and Kennedy (1991 (Fig. 3) . Similarly, there was a significant increase (P< 0.001) in cyclooxygenase activity in the cells after 3 (2.5-fold), 6 (3-fold), 12 (4.3-fold) and 24 (4.5-fold) h exposure to EGF, compared with control cells, but not after 1.5 h exposure (Fig. 4) (Smith et al, 1991) . Therefore, in the present study, EGF may have stimulated prostaglandin production in the stromal cells by increasing the activity of one or more of these enzymes. The mobilization of arachidonic acid from membrane lipids through the activation of phospholipases has been suggested to be the rate-limiting step of prostaglan¬ din production in mammalian cells (Lapetina, 1982) . Since the addition of exogenous arachidonic acid caused an increase in the accumulation of PGE2 in the media of stimulated and nonstimulated cells, it is apparent that the mobilization of arachidonic acid is a rate-limiting step in the synthesis of prostaglandins by cultured endometrial stromal cells. However, the extent of net prostaglandin production in several nonuterine cell types depends on the level of expression of cyclooxygenase (DeWitt, 1991 
